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Abstract of JP 5103838 (A) 

PURPOSE: To generate a stable pharmaceutical 
object in which a physical interaction exists between 
a polymer and protein or polypeptide so that the 
protection and controlled release of the protein or 
polypeptide are achieved on the in-vivo basis. 
CONSTITUTION: A protein or polypeptide such as 
calcitonin, insulin, angiotensin, vasopressin, 
desmopressin, etc., and a hydrophobic 
biodegradable polymer such as polyester, 
polyorthoester, polyunhydrate, etc., are dissolved in 
a specified solvent. Through the physical interaction 
between these two sorts of substances, a sediment 
containing such substances is built up. The obtained 
sediment is filtrated and dried. Thus a stable 
pharmaceutical object is produced in which protein 
or polypeptide is taken in the hydrophobic 
biodegradable polymer. 
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s©fc+#a*, sofc+a-s* sfe io 

W&&Lib&<DK.+ft%miW£jn-£ti ; pth, cgr 

KSfetttfy^f-K©*^ »ra©t6«»**»»-r 

M^fGoodman *3 ^tfGilman, The Pharmacolo 20 
gjgaj Basisnf Therapeutics fr^SgfS o 

-So 

[0 0 2 6] #fMJ© *y ^x'J ->XfAOtt 
f\ f+Xf'JX vy-h-;K V;Hfh-;K *y>? 

nf^x h y yfcjjtf h ? fifty v t^-otcfflfcM ; p 

h y y/P3-xtv>o?fc»W : Mtf *30 



[0 0 3 1] *■©.}: 3 #U v-vh'J \y^X+ 
^\© # y^KS U ^77- F©ifc D 

H«*#Kii©ffl5ffi^e»ssiiSrrs) o 

[0 0 3 2] *^W©H9y^-r';^U— >XrA(i> 

tt*tt£fl#*H£# v?-t2yrt?n%rcax y ^7 
[0033] #u ^-tawsffit?^ ■ i icmmztiz 

cfc^-etao so 



fcaxXx/l/fcv^fc^fclfcikSlo ^©£ 3 miBtom 
■KO««^ttSiWfc«»|-e*«*»Sfea:il5(ITf*5 
■5o Remington's Pharmaceutical Science , fg 

17fi£, 1985, Alfonso R.Gennaro fi, Mack Publishing 
Company, Easton, Pennsylvania 18042 ;&#!$©<! £ 0 

[0027] K^j©tt«tt, iff $ l < immiEtircm 

y ^ff- FoHfcsasnfettmftjifiw 
So *ft&©sggsnfcttffiai*», *y/<*K$fc« 
^y^^F©s#K43v^#jcWffl^fe»), «iisn 

[0 0 2 8] #»W©SB&ft««, *8W©Sfefctt£ 
fltfMBttstf U * yj\>;9& fe«stf V Ft© 

wmflsf^M»s # y v-fc * y/<*«/# y *w 

F£©M©&ft£fc LTSfctts&SM©^** L < Bfl 

soffit LT*mm% c t^-e#s„ 

[0 0 2 9] 1Wl«fllSfffl!SfettRSH4W*fc:»W2 

©*ii«^M^s^M»JS, 

7^?£^S^< o l^-f n*>©a»K:|SWlt«fc 5 t L&< 
[0 0 3 0] 

[fbi] 

[0034] jg^atftaifcLTH:, mttrisy, ^ 

^^i^x ^-^y^tirthy^xxi^^y^ 
[ o o 3 5 ] # y v- 1 ^ y/^K/^ y ^vff- 
% o ^iwt?B««©ffi*©s«f k «t o mm s d 

[0 0 3 6] j?SU^tMWS«fH:, *y^^St/*U^ 

ffl^ft^^if&nso )i^^fflt^©^#TT% mm 
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[0 0 3 7] 1K/J^£S£^H 2 KgsSftS <fc 5 KlgfflS 

3Kr 1 — 1 5 05^UV (pm) ©M©iffg* 
*TT *«W'«!MW*K#U v-v h u y *Xtt* ■ 4 ^ 

§ 0 IM*IW>*fcR#y v-v h y y ^x©fci&©J: 
SLVOTttttO. 5~7 0 5^O^So 10 
[0 0 3 8] */N*«, »RLfe 3f3ftftflD KiHR* 
ftfc^SiRS fife* U V-©?g$tfr 6 ©stf U V- (X 

tin* y v-) &tf?$&©^«ffi^fr£/£3¥l{k£ti 

(1) K&fgj&Xtt (2) JMW*ffi©v^ti*» 1 o©X 
L TO^t «fc 5» & ©^©K^tflK/N* 

[0 0 3 9] ffeMKfcfcfcV^TH:, «TM©#y V 

-X& n * y y/^«xtt# U Kifttf 20 

&tf # y ^7°f- KSHfttf, $J 2 . 5-18% w/wOIB 
©HKtt&IM©#yvH&gRtf&l : l~l : l 0 
0 ©!«©«■©# F/# U v-J±^«|#i-r & 7c 

»3 0° -4 5 ICOlHIKWPSn*. SHRStlfe*** 

hT*$L% # y f-# y ^ss^ij^ 

^Oilettfllf KHRttK 1 0° -ZQWWMOV-*: 

asttT^si^ftfroiwiSHtiflav ^fttftfy 30 
* y/s*s/# y f omo?aettxt4*sf^fl! 

wtimKZQmmtiZo #«sn;fc*©*A©i& 

m0&m>mz&%i£u * LXMm-zrabKm 
$ns 0 40 
[oo4o]j;t3#L<tt, #»©&, msmmim 

£-fSfflg«, 10° ~2 0t, ff*L<tt 1 5VT2 
ftMim ZtU ^4 5° - 5 5 t ; »S L < tt 5 0 °C 

?W^3b^&^yyh*aLTflS«U X« 



#BB¥5-1 0383 8 
14 

(-40 0 — 6 or) *LT«B*a»ak 
*g«X{iF5-rr^x-r-irhyfli+i?-4o o — 

^^+©^ttai*a3a»fc £ k> r&*3 ns 0 
[0041] xmuomBMrnKts^T, #«©«, 

fflftj^l 0° -2 0t. »Sl<ttl 5 < CT2^Mlt^ 
£tU 3KIC4 5 0 -5 5U L< tt 5 0*CK 3#DB 

z^tsmnicmn, xitmmmmmacmiM-iEti 
■«qi#iec*n*o *t»«!i*iiaiicj:Di»#, m 

[0 0 4 2] ^5n^fll&tf3«Rfll©?fc«>©JSBiH:«> 
LtloT, fli^©tt©^a&©}Sli^^#tcS^^T 

ajR^nso j;oi¥b<ti> $m?nrcflr©fcfe©^ 

LT«iRaSKK:«fc Dfiffl«nXtt«<kXtt3lB8K <fe D Ml 
zk»ttv-*-Xtt««^*A*nS5Ky ^y n-;VH 

JSji-efeSo #uv-;&tf*ASftSfoK©^fctt# 
IT, ^ffl$nt#S€©?S««. 7k ^*"9-7>I/*n- 
-rv^o/V-;K iSfk^^lxX 7-trh^hy;K r 

MM«©fei6©?§^«> # y v-ssis-r^ir-ea: < , 

Mu y y -b y yRD'^en e. ©?§^©s^^s^-r 5 
[0 0 4 3] (^sa» flittSfc, #y v-^y^ 

7*>h y, x^y-;K ^v7o/^ 
/-;K 7-bhxhy;K ^f-;U*;^75 F> 
7th*n777> S/^n^+^y-^RtfRiaiCt©* 

[0044] iMRaifc*»t*#y v-©«ett % mm 
^<m&\c.w®m*mtto 2. 5%~i o%w/ 
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[0 0 4 5] -£©;(«X/W-#-aM3£W©«l5C6 
^©tfj*T©#»W©fflflk ^SScfflfCfe 

Asn«iMt©jfc*£*f s„ ±ERtfWK:aasn* 10 
$v^7?-v%.z?m®<D$><Dt>mMi<riz>m^ mmt 

S<lfc;&n?#3o 

[0 0 4 6] *gM#& #v^?«/#y^7?-Ffc 

#«w©#u v-fcomio*sf^fli«»sfe#i»*s c fc£ 

«Ofei6t«J:DK*^feo tot, ^^©S'X^A 20 
[0 0 4 7] a^MBcDHHWa^Xr-AH:, (fc 

fc*tfWBft* j&im &Tx««rt) xim 

«B&tfJ*KrtS#©fcftfcfc^;*nfc«o *ffc, 3 
^#?©ii5l, "f&fr^&IO. 5/im~|>I5/im0 

7<Ti±zmt>%\,^mAi£nz®n<DmTmmKt 

[0 0 4 8] *«W©IHWa^>XT2.«, Jft»T?X» 

it7i?**yhtPfrmitLTim-£ti&zz.ttt. m 

m%K£iTWZ>frX*%Z5o fcfc*.fcf, #sbsa© 
ZMffctZtctblL&miEti. ZLTlMMW.^orcibK 40 



#I£PP5- 1 0 3 8 3 8 
16 

[0 0 4 9] ^^WOfi&OiffSLV^Kjg^-rS** 

ns © n lawwtBa* * u 

mm^y^^vm^n^c mmt, mm 
u tLxwrnLTwrnztc 

Dfe&SM] 

[0 0 5 0] Mi 

a^AikvLbx^i: & y y n ~twt h ©i^flMia 
ccfR t^r*;v>'h^yi4 0, oooF^hy© 

ttm&Mt s * y y y 3 (pga) fc ©ra©fk 
¥W&tf/xt±iM»9Mai*s«ft"r * «k 9 fcfatf &n 

©5mL©^X75Xn^gv^fco 'NWWnr-b h 
>-bx*ztefif» (hfa) ft^b^ytf^tcfg 

Hp-rSS-ettTbfeo HFAt, 5 % P G AJSSSK*^ 
©75X3fc£BWfc:»rTU 0-2 6. 3ig©IBB£ 
S*fSPGA©**fctf#Lfco 77X3*5M 

#u mmzu&Lfco wcmzoy 7zn*vy&m 

ffiWL (pH7. 3) £<fcD 5nL©*7— *£T*7BRL;fco IS 
«r*©Ss!«tt, P G A+#U v-ic«fc DlS^Sftfcvv^ 
ti35p©*;P^h->'*tfe»&Li6feo #&nfcffl^»* 

•O^TftyffijmK&QftVTLTco PGA (4 0, 0 0 
0 Kw) 2 6 igtm 4 . 1 mg ( 8 3 %) <DV^rtlJWy h - 

[0 0 5 1] 

[an 



(10) «fBPF5-l 0 3 8 3 8 



PGAKS 
king; 


17 


# ;i/ £/ h ~ y 




18 


0 00 
u . uu 


0 3Q0 


1 09(1 


0 099 


1 90 


^ 73 

0* (J 








2 71 


7 81 






1 07 


22 3 


7 J?Q 


U > JJU 


0 Q3? 


0 340 


6 80 


11 8 




iy » juu 


1 71 


3R 0 


1 3 9 

10 i Li 


n 9S7 


0 873 




32 7 


i/i n 


0 990 




9 09 


41 2 


1 ^ H 


fi 17fi 
U • 1 i Q 


n 4R1 


9 fi9 


S3 7 




U • UOD 


n 99fi 


3 tf7 

□ *OI 


77 4 


10 4 


U . ±UtJ 


0 439 


9 54 


54 0 


21.0 


0.068 


0.175 


4.10 


82.1 


22.3 


0.161 


0.422 


2.95 


58.6 


23.7 


0.105 


0.276 


3.62 


72.4 


26.3 


0.066 


0.174 


4.13 


82.6 



[0 0 5 2] M2, * WV-JWHF AOftfcDfcffifflSnfco ^A;!^ 

a^Lik^-h^i^UJ (^'J3-;l/-Co-H.II) £ h - >-© 8 0 %lX_h£ 8 ngfiUO PGL R§?£Lfc„ US 

so, o o oo^pasrtrrstfy (^jn-^-co [0053] 

-?U» (PGL) ©HSKfS; tt, P G A <Dfc#> IC&M m 2 ] 
SttfeTSffcfetdKflW- fflb'vH^/t/^n- 2 -7*30 

PGLScM Jiff* ** < >^J' ii^iafc^^ i**iafc% 

(ng) ABS (275nm) (me/mL) •> b ~ V (mg) ft & V V ± V 



0.00 


0.360 


0.941 


0.591 


11.1 


2.64 


0.306 


0.801 


0.995 


19.9 


4.13 


0.210 


0.550 


2.15 


43.9 


5.52 


0.191 


0.501 


2.69 


51.8 


6.51 


0.147 


0.386 


2.87 


59.8 


8.45 


0.065 


0.172 


3.64 


80.8 


11.53 


0.047 


0.125 


4.37 


87.5 


13.57 


0.027 


0.0725 


4.44 


92.5 


20.97 


0.034 


0.0908 


4.95 


91.6 



[0 0 5 4] M3 (P L A) ©TOKrttttPGAOfcfcfcffifflSftfc^ffi 

5 0, OOOO^S^-TSd \f"C7<D#V%M 50 {gfflSn, ^LT^^h^^^fb^^U-y^^S 



(11) #I£PP5- 1 0 3 8 3 8 

19 20 

ZfMffim&mfa&X*%:WZ\ V>ri)>W>h-yimffi [0 0 5 5] 

m+s mttT-uyfrZtomiEftrco ymn^mu [«3] 

(ng) ABS(275nm) MR (mg/ml) 



0.00 
2.68 
4.81 
10.28 
14.95 



0.401 

0.226 
0.186 
0.147 
0.105 



1.05 
0.592 
0.488 
0.386 
0.276 
0.417 



0.055 

2.04 

2.36 

2.77 

3.62 



1.03 
40.8 

47.2 
55.4 
72.4 



20.40 0.159 
[0 0 5 6] ffl4_ 
$J100mg£DPGA (Mw40, 0 0 0) ^W7;W:I 
l^fco V yfflmM (pH7. 3) 1 ig/iNDjfr/l/S/ 
b=~ymmi 0 mL£ MfE/ W TMcWdM Ltc a #UV- 

iS^iftlBfc/^r/v* 1 o^MB< c ktiot, 

jg V -y - S § (mg) ABS(275nm) 



20 



3.02 60.3 
5K*ffi*. PGA (Mwl 0 0, 0 0 0) , PGLStfPL 
A (d 1-^-T^) ^UV-KOV>T<»)jgU ^bT 
•f ^T<D5t«teP G L&tf P L AiSlftOfci&tCti^fc 
£ftfc 0 fi«tti4fc^ft8. 
[0 0 5 7] 
[H4] 



PGA 

(40,000) 
PGA 

(100,000) 
PGL 

(50,000) 



99.1 



99.3 



50.0 



50.0 



0.4022 



0.3501 



0.4144 



0.2474 



-> h ^ V (mg) 
0.723 



1.143 



PLA 
(dl-type) 
(50,000) 

[0 0 5 8] tm&# 5 % S TOfgfftRft 

frofc PLA (.6 1-947) it, lig/iLOflBBc 

U , r-i:oiBI<DIB«ofiK*»S , rsfei6fi:^< e>fr© 
Urttffr&fcftfc,, ^M^S^Mtf^ffl^T, en?.© 

{fc&Sfc, I. R. RtfRamanX^h;l/"Pt>iBP5 
£ftfc„ Cft&Of'CCtt* BHI«aW*^ Lfrb 

LfrL&^e., Fourier Transter RamarrT^ffteV^ft 



0.457 



2.772 



m E sCT/f&ij 
g? in fc *° y g - 

0.723/99.1 



1.143/99.3 



0.457/50.3 



2.772/50.0 



40 



50 



[0 0 5 9] #115 
*)r>rl3fr*sY=-V- P G Aj tl R^X-f A<DW» 

1. zMckStfcR 

■9--5r*;l/S/h->'4 9. 3^*/W7^lcff, fLT 
HF A-b7.+7j<ffitl0. 3 5mLfc:<fcr>i$j$Lfco PGA 
4 5 0ig£"gt? 1 096PGA-HF kWfcA. 5g£, 

ymmmz, mm^nsKmnu #v 

U ?LT^t 3 0 0 0 rpm T? 1 O^MjS^IiLfco 

finish -yttm*5fflftmtfc&*)tttiTU zlt 

«\ *UT-06. 0-8. 
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[0 0 6 0] 2. x^;l/7/l/3— /HcfcStfeR 

tt. C©SiaiKfeV>T5 0 2igT»* 
ofco 6. 4~8. 0%OSilHW!Sftft. 
[0 0 6 1] #>I6 

1. 

a) mvsmm 

loo, oo oosb*©*'; n-zwn 10 

sct -3 &. n«$t+-e© 3 o ftmvmm 

H P L C^MffKJ; *K 8.2 1 %w/w<D 
[0 0 6 2] b) WlJA'i'h—yvyfWhrnuDm 

m 

2 OmgOP G A-V^%fri'h-y®L'l^i*UJ®!§+K 20 
7SRLfc„ E D T A £#t? 0 . 1 M y ^ffiKfftt CpH 
7. 4) 2 0nL*SEillU ^UT^tl6©^S^3 7 

mnznrco zowmBmoto. zmmjcFx&stvm 
(^H-HH%KD2 2%) #«k 2 9«mu-eiitt*nfeo t 

IHk aUfftf-eSSLT^^fSCk^illLfeo 30 

[0 0 6 3] 2. nam 

a) At£©#*[J 

H IAC/ROYCO*')^ *MXftVffi&m^ 

fc 0 ■2^$ns<fc5^ D 5 o , -rftb-feft^^r^ 

IS#^2. f btlif©9 9%^2~ 

1 0 ftm0«Mt*#fiELfco »H^HPPfflM, 5 g = 
1. 8 3(t *-f*-fO#^tt©^-pfe«o MM 

-r&t>%Rm*i?yyiM.mt, 4. 3 9/im-efes 

CfctftWJhft, 40 

[0 0 6 4] b) ffltsmfrZoiV'riJiVi/h-yoyjy 
v^%)\'yy-y-vGkwmiv>2n<D\ smgco-y-y 

7fl/%mmteM3fFttC®Lrc 0 EDTA£#t?0. 1 

ucovytrnWR (pH7. 4) 1 omL^^n^tD-y-y^ 

aaSTffe^feo 2 2%©imbHfn»Te£L\ I^T2 



#I£PP5- 1 0 3 8 3 8 
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3 0 «fiw. » 0 . 1 %/^o#sai?# s wait 

[0 0 6 5] fiLL 

?n**5K. aGKflawB^sMv^ 40, oood 

fc 0 ^H©fi*;l/^«>^Ji«K»**, «©W i s t a r 
^yUcfifFftWU IR^T-S0I9IBI«BIT?*WBIR 

jlStovTTyfe'r-rscfcfc.fcoTa'MSLfeo 0. 
3, 4. 5R&7. 5%<D%m$1i&ti i m&2tU 
TO. 3%OW;Wt mH<Di&%)Wy?2±lMffi%}itk* 

0 , 1 2 ORtf 3 6 OmU^tyy-^ fjfr*/ h - y%.r\M 

&m 7 testis «fc 3 c LT©#^n/io m-tuiisyi* 
Aimmt, mmv>r*}wyh-yicmLT<D2~3m 

fcJfc^T, V'riJfri/Y-ym.'mi^hTiZ 2 4I§|8! 
[0 0 6 6] IfflEoGttfr^ ^P#ti> 

So 

fe»otfeiittrffi©i!tiWTf»So 

H2] ctifi, *»Wolgftfi#S/X"ri»,*il» > r5 
M3] cnt±, tW^b^y (sCT) ttfV? 
tf ^ y 3 y K L - =7 5 * K <D n 4< y t - £ ©«S# 

[■ 4 ] c na-y-y h - vRtf sK y ^ y 
[■5] cinti, wmnrnz zmmsnrcxvyvn 

(Mw= 100, 0 0 0) Rt>*-y^^;l->hxy^ 

S»^HSf*S*tt 1 0 %T?ftofc 0 

M6] ctiti, ^'J^'Ja^H-m/l/i/h-y 

T^Htf©-&**« 1 0 %X^-Dfc 0 
[■7] cftti, ^*;l/^h-y/«/WiaitSriK#S/ 



(13) ftW¥5-l 0 3 83 8 

23 24 

So 

Ml] 

tk m m 




1 0 3 8 3 8 



W2] 

® >b m * m 





1 0 3 8 3 8 



W3] 




M7] 



$ if i, ^ jv © ® m 

(0.3% sCT-MS.mil/100mg) 



11 T 
10 -- 

-a 9 
\ 
e 

~ 8 + 
-A 
•O 

4 

5 +- 



-4 




0 



8 



*J HS (MS) 
— •MS+sCT(40mU) 

a asCT-MS<40mU) 

a — AsCT-MS(120mU) 
d- □sCT-MS(360mU) 

h h 



12 16 

r a i (»#) 



20 24 



1 0 3 8 3 8 




1 0 3 8 3 8 



W5] 

mm&miz£*)mmz*itzP ga (mw=ioo,ooo)- s ct 




(18) 



1 0 3 8 3 8 



W6] 

p ga-sct»a^0s cr<Dmm& 




(so int. ci. 5 mwimn fT\Hmmm^ ? i 

A6 1K 47/48 C 7329-4 C 



